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DETAILED ACTION 
Claim Rejections - 35 USC §112 

1 . The following is a quotation of the second paragraph of 35 U.S.C. 1 1 2: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

2. Claims 1-21 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claim 1 , line 10 the recitation "associated" is vague. It is unclear what kind of 
association applicant is referring to. 

Claim 1 , line 10, "contacting" is vague. How does this contacting differ from 
other contacting? There are different methods of ELISA testing and thus contacting 
may be different. 

Claim 1, line 16 the recitation "achieved" is not a positive limitation and is vague. 
It is unclear what it encompasses. Is the diagnosis made or not? 

Claim 4, line 2 the recitation "the signal to noise ratio" there is insufficient 
antecedent basis for this limitation. 

Claim 4, line 3 "contacting said sample" is vague. Does this contacting include 
the compound recited in claim 4, line t 

Claim 4, line 4 the recitation "high specific affinity" is vague. It is unclear what is 
considered to be a high specific affinity. 

Claim 11, lines 9,11,12, 13, 14, 15 and 18, the recitation "biomolecule" is unduly 
broad and encompasses more than the specification could possibly support. For 



Application/Control Number: 09/992,174 Page 3 

Art Unit: 1641 

example on page 34 in the specification the only disclosure of the biomolecule used in 
the kit appears in lines 20 and 21 which exemplifies the use of BMP and anti-MBP-IgG 
and anti-MBP IgM and no other biomolecules are disclosed in the specification. See 
also deficiencies found in claims 13-18. 

Claim 1 1 , line 16 "one analysis determinative" is vague. How is this analysis 
performed? 

Claim 11, lines 19 and 20 "provides a means for diagnosing or monitoring 
disease state" is vague. How does this provide a means? 

Claim Rejections - 35 USC § 102 

3. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 

form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 
(e) the invention was described in- 

(1) an application for patent, published under section 122(b), by another filed in the United States 
before the invention by the applicant for patent, except that an international application filed under the 
treaty defined in section 351(a) shall have the effect under this subsection of a national application 
published under section 122(b) only if the international application designating the United States was 
published under Article 21 (2)(a) of such treaty in the English language; or 

(2) a patent granted on an application for patent by another filed in the United States before the 
invention by the applicant for patent, except that a patent shall not be deemed filed in the United 
States for the purposes of this subsection based on the filing of an international application filed under 
the treaty defined in section 351(a). 

4. Claims 1 and 2 are rejected under 35 U.S.C. 102(e) as being anticipated by 
Bloch et al (US Patent 6,183,988). 

Bloch et al disclose a diagnostic method for multiple sclerosis which comprises 
obtaining biological samples form a mammalian body fluid such as sera, plasma, CSF, 
or saliva. Bloch et al disclose contacting the sample with at least one protein (Sp140) 
and the contacting is by an enzyme-linked immunosorbent assay (col 22 line 52 - col 
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23, line 22). Bloch et al disclose detecting the binding of autoantibodies in the serum 
sample (col 4, lines 1 -21 ). Bloch et al also disclose comparing the level of at least one 
autoantibody in the first biological sample is measured or estimated and compared to 
that in a standard taken from an individual not having the autoimmune disease (col 22, 
lines 37-51). Bloch et al also disclose that at least one protein (Sp140) immobilized on 
a solid support such as an immunosorbent (col 23, lines 1-8). Bloch et al also disclose 
the use of a second antibody used for detection. Bloch et al disclose that the identity of 
this second antibody will depend upon the identity of the mammal for which the 
biological sample to be tested is derived; for example, if it is a human serum sample, 
the second antibody will be an anti-human antibody (col 23, lines 17-22). 

Claim Rejections - 35 USC § 103 

5. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

6. Claim 3 is rejected under 35 U.S.C. 103(a) as being unpatentable over Bloch et 
al (US Patent 6,1 83,988) in view of Elrod et al (US Patent 5,861 ,264). 

See above for the teachings of Bloch et al. 

Bloch et al differ from the instant invention in failing to teach the protein 
associated with multiple sclerosis as being myelin basic protein. 

Elrod et al disclose that multiple sclerosis has been associated with the 
presence of autoantibodies against myelin basic protein and that multiple sclerosis is 
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characterized by the presence of autoantibodies against this normal endogenous body 
constituent. 

It would have been obvious to one of ordinary skill in the art to substitute myelin 
basic protein as taught by Elrod et al for the Sp140 protein of Bloch et al because Elrod 
et al shows that multiple sclerosis has been associated with the presence of 
autoantibodies against myelin basic protein and that multiple sclerosis is characterized 
by the presence of autoantibodies against this normal endogenous body constituent. 

7. Claim 4 is rejected under 35 U.S.C. 103(a) as being unpatentable over Bloch et 
al in view of White et al (US Patent 5,821,064). 

See above for teachings of Bloch et al. 

Bloch et al differ from the instant invention in failing to disclose mixing the sample 
with at least one compound effective to optimize the signal to noise ratio. 

White et al disclose the addition of heparin to an ELISA assay. The addition of 
this heparin allows for reducing backgrounds, enhancing assay signals and increasing 
assay sensitivity (col 7, line 60 - col 8, line 8, see also col 4, lines 11-14). 

It would have been obvious to one of ordinary skill in the art to incorporate the 
use of heparin as taught by White et al into the method of Bloch et al because White et 
al shows that the addition of heparin allows for reducing backgrounds, enhancing assay 
signals and increasing assay sensitivity. 

8. Claim 5 is rejected under 35 U.S.C. 103(a) as being unpatentable over Bloch et 
al (6,183,988) in view of White et al (US Patent 5,821,064) as applied to claims 1,2, 
and 4 above, and further in view of Lihme et al (US Patent 6,221,634). 
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See above for teachings of Bloch et al and White et al. 

Bloch et ai and White et al differ from the instant invention in failing to teach the 
signal generating system is a tetramethylbenzidine substrate. 

Lihme et al (US Patent 6,221,624) disclose a tetramethylbenzidine substrate. 
This substrate is especially suitable for enzyme assays such as enzyme-linked- 
immunosorbent-assays (ELISA), e.g. horseradish peroxide (HRP) is used, and this 
substrate is storage stable for more than 12 months. 

It would have been obvious to one of ordinary skill in the art to incorporate the 
use of a tetramethylbenzidine substrate as taught by Lihme et al into the method of 
Bloch et al because Lihme et al shows that this substrate is especially suitable for 
enzyme assays such as enzyme-linked-immunosorbent-assays, and this substrate is 
storage stable for more than 12 months. 

9. Claims 6, 8 and 10 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Bloch et al (US Patent 6,183,988) in view of White et al (US Patent 5,821,064) as 
applied to claims 1 , 2, and 4 above, and further in view of Voumbourakis et al (Detection 
of anti-MBP in the serum of patients with multiple sclerosis, Deltion Ellenikes 
Mikrobioloqikes Etaireias. (1992) Abstract Only). 

See above for teachings of Bloch et al and White et al. 

Bloch et al and White et al differ from the instant invention in failing to teach the 
autoantibody is anti-MBP IgG and anti-MBP IgM. 

Voumbourakis et al disclose determining anti-MBP of the IgG and IgM isotypes. 
The aim of this study was to investigate anti-MBP in the serum of patients with M.S. 
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since the occurrence of these antibodies in subjects with multiple sclerosis is 
controversial. 

It would have been obvious to one of ordinary skill in the art determine anti-MBP 
IgG and IgM as taught by Voumbourakis et al for the method of Bloch et al because 
Voumbourakis et al teach that the pathogenisis of multiple sclerosis involves antibodies 
directed against myelin basic protein and that the aim of the study was to investigate 
anti-MBP in the serum of patients with M.S. since the occurrence of these antibodies in 
subjects with M.S. is controversial. 

10. Claims 7 and 9 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Bloch et al in view of White et al, and Voumbourakis et al as applied to claims 1 ,2, 4, 6, 
and 8 above, and further in view of Targoff et al (US 6,160,107). 

See above for teachings of Bloch et al., White et al., and Voumbourakis et al. 

Bloch et al differ from the instant invention in failing to teach the antibody 
composition being comprised of anti-human IgG conjugated to horseradish peroxidase 
and also fails to teach the antibody composition comprised of anti-human IgM 
conjugated to horseradish peroxidase. 

Targoff et al (US Patent 6,160,107) disclose that in order to detect human 
autoantibodies, a goat anti-human immunoglobulin antibody may be used in a form in 
which it is conjugated to horse-radish peroxidase. The use of these anti-human 
antibodies conjugated to horse-radish peroxidase provides methods for detecting 
autoantibodies found in the sera of individuals (col 4, lines 60-63). 
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It would have been obvious to one of ordinary skill in the art to incorporate the 
use of anti-human antibodies conjugated to horse-radish peroxidase as taught by 
Targoff et al into the method of Bloch et al because Targoff et al shows that the use of 
these anti-human antibodies conjugated to horse-radish peroxidase provides methods 
for detecting autoantibodies found in the sera of individuals. 

With respect to the anti-human antibodies being IgG or IgM as recited in the instant 
claims. The IgG and IgM antibodies are response dependent immunoglobulins and it would 
have been obvious to one of ordinary skill in the art to select the appropriate immunoglobulin 
for optimization of the method. Also the optimum anti-human antibody as recited in the claims 
can be determined by routine experimentation and thus would have been obvious to one of 
ordinary skill in the art. It has long been settled to be no more than routine experimentation for 
one of ordinary skill in the art to discover an optimum value of a result effective variable. 
"[Wjhere the general conditions of a claim are disclosed in the prior art, it is not inventive to 
discover the optimum of workable ranges by routine experimentation." Application of Aller, 220 
F.2d 454,456, 105 USPQ 233, 235-236 (C.C.P.A. 1955). "No invention is involved in 
discovering optimum ranges of a process by routine experimentation ." Id. At 458,105 USPQ 
at 236-237. The "discovery of an optimum value of a result effective variable in a known 
process is ordinarily within the skill of the art." Application of Boesch, 617 F.2d 272,276, 205 
USPQ 215, 218-219 (C.C.P.A. 1980). 

11. Claims 1 1-21 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Bloch et al, in view of Elrod et al, White et al, Lihme et al, Voumbourakis et al and 
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Targoff et al as applied to claims 1-10 above, and further in view of Boguslaski et al (US 
Patent 5,420,016). 

See above for teachings of Bloch et al, Elrod et al, White et al, Lihme et al, and 
Voumbourakis et al. 

Bloch et al differ from the instant invention in failing to package the components into 

kit. 

Boguslaski et al disclose assembling various system components into a test kit. 
By assembling these components into test kits, it makes it more convenient and facile 
for the test operator (col 7, lines 8-1 1 ). 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to assemble the various reagents into kits such as taught by 
Boguslaski et al because Boguslaski shows that test kits make it more convenient and 
facile for the test operator. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Gary W. Counts whose telephone number is (703) 305- 
1444. The examiner can normally be reached on M-F 8:00 - 4:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Long Le can be reached on (703) 305-3399. The fax phone numbers for 
the organization where this application or proceeding is assigned are (703)308-4242 for 
regular communications and (703)3084242 for After Final communications. 
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Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to the receptionist whose telephone number is (703) 308- 
0196. 



Gary W. Counts 
Examiner 
Art Unit 1641 
March 1 1 , 2002 




LONG V. LE 
SUPERVISORY PATENT EXAMINER 
TECHNOLOGY CENTER 1600 



